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DETAILED ACTION 

Claims 84-90 and 97-1 12 are under current examination. 

Any rejection(s) and/or objection(s) not reiterated herein have been withdrawn. 

The elected species are: A. proteins, B. adenylate kinase, 0. SEQ ID NO: 2; and 
D. SEQ ID NO: 27 (search was extended to SEQ ID NO: 26, taught by Kath; see 
previous action). 

Claim Rejections - 35 USC § 103-Modified to Address ttie Amended or New Ciaims 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary sl<ill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 84-90 and 97-112 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over the combined teachings of US Patent 6913896 (see attached 
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form 892), WO 02/053723 (cited by the IDS, hereinafter as "Raven") and Kath etal. 
{Archives of Biochemistry and Biophysics, 1993-previously cited in form 892). 

US Patent 691 3896 teaches a method for validating a treatment process for 
reducing the amount or activity of a contaminating biological agent, such as a 
transmissible spongiform encephalopathy, in a sample; see col. 3, lines 1 + for 
"screening of cleaning protocols to determine their suitability for the removal of TSE 
agents from surfaces..." wherein TSE is a transmissible spongiform encephalopathy. 
This reference describes using a solid support, including a dip-stick or a bead wherein a 
thermostable adenylate kinase is immobilized; see col. 5, lines 9+ and lines 31+, instant 
claims 85-88, 98, 99 and 103 and elected species B noted above. The authors also 
describe measuring reporter adenylate kinase activity via ATP bioluminescence wherein 
the amount of the reporter adenylate kinase is substantially in proportion to the amount 
of analyte (or TSE agent) present; see col. 1 , lines 14+, col. 3, lines 24+, Example 1 and 
instant claims 97 and 102 for "measuring a residual kinase activity". Note that because 
the amount of reporter adenylate kinase is proportional to the contaminating biological 
agent (or TSE agent), this teaching provides a method of correlating the amount of a 
contaminating biological agent in a sample with the thermostable kinase activity as well 
as measuring the amount or activity of the contaminating biological agent of instant 
claim 102, lines 1-3 and step (iv). Also, measuring a "residual" kinase activity is 
described by this reference because the authors describe eliminating any endogenous 
adenylate kinase that is present in a sample so that only the remaining thermostable 
reporter kinase activity is measured; see col. 3, lines 29+. It is noted here that this 
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reference provides that an adenylate l^inase may be produced via tlie 
Sulfophoboccoccus genera as well as the use of E. coliio produce homogenous 
adenylate kinase; see col. 6, lines 3+ and col. 8, line 20. 

While this patent describes validating a treatment process in inactivating a 
protein, a solid support, etc., the reference does not explicitly describe treatment 
processes which include an exposure of enzyme, pH or temperature (see claims 84, 97 
and 102). Also, this patent does not explicitly describe the protein set forth by SEQ ID 
NO: 2 or the nucleotide sequence set forth by SEQ ID NO: 26; see elected species C 
and D noted above and instant claims 89, 90, 1 00 and 1 01 . This patent does not teach 
"comparing said residual activity to a predetermined kinase activity, or comparing said 
reduction in kinase activity to a predetermined reduction in kinase activity, wherein the 
predetermined kinase activity or predetermined reduction in a kinase activity 
corresponds to a confirmed reduction in the amount or activity of the contaminating 
biological agent under identical treatment process conditions"; see instant claim 98. This 
patent does not teach the method step of "(v) repeating steps (i) to (iv), wherein at least 
one parameter of the treatment process is changed"; see instant claim 102. 

And, as amended, the patent does not explicitly describes measuring kinase 
activity before and after treatment; see at least instant claim 84, steps (ii) and (iii). Also, 
this patent does not explicitly teach using a "defined amount" of contaminating biological 
agent and a "defined amount" of kinase; see claim 106, step (i). 

Raven describes a method of inactivating a TSE agent (or reducing the activity of 
a contaminating biological agent in a sample; see instant claim 84) comprising exposing 
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a TSE agent to a treatment process comprising a tliermostable proteolytic enzyme at an 
elevated temperature; see abstract, p. 15+ disclosing homogenates as samples, and 
instant claims 84 (for treatment process including exposure to an enzyme) and 88 (for a 
TSE). Note that this reference discloses that a TSE biological agent comprises a prion 
protein; see abstract, p. 1 , para, 2, instant claim 84 (for a protein as a contaminating 
biological agent) and elected species A noted above. It is noted here that Raven 
describes multiple parameters that may be used in TSE inactivation, including acidic or 
alkaline pH; see abstract, p. 5, para. 2 and instant claims 84, 97 and 102. 

Kath describes the identification, cloning and expression of the adenylate kinase 
gene from the thermoacidophilic bacterium Sulfolobus acidocaldarius; see title, abstract. 
Figure 2 on p. 407 and elected species B noted above. The protein provided by this 
paper meets the protein set forth by SEQ ID NO: 2 of instant claims 89 and 1 00. The 
authors note that this kinase is extremely thermophilic and that expression of this kinase 
has been achieved in E. co// with excellent yield; see introduction, col. 2. Also note is 
that this reference teaches the nucleotide sequence set forth by SEQ ID NO: 26 of 
instant claims 90 and 101 ; see Figure 2 and footnote 1 on p. 405 which provides 
Accession No. X73564. 

It would have been obvious to one of ordinary skill in the art to combine the 
methods of US Patent 6913896 and Raven in order to validate a treatment process for 
reducing the amount or activity of a TSE agent using a thermostable kinase as an 
indicator. One would have been motivated to expose a combination comprising a 
thermostable kinase indicator and the contaminating biological agent to a treatment 
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process comprising a tliermostable protease enzyme and elevated temperatures for 
TSE inactivation or reduction because botli tine protease enzyme and tine kinase 
indicator are thermally stable; thus, the enzyme and the indicator can withstand 
elevated temperatures. 

It would have been obvious to one of ordinary skill in the art to use a known 
thermostable adenylate kinase, including that derived from Sulfolobus acidocaldarius, in 
the method taught by the combination of US Patent 6913896 and Raven. One would 
have been motivated to do so because such kinase has been identified, successfully 
cloned and expressed as taught by Kath etal. Also, Kath etal. teachings that such 
kinase successfully grows in E. co//' with excellent yield. 

In view of "comparing said residual activity to a predetermined kinase activity, or 
comparing said reduction in kinase activity to a predetermined reduction in kinase 
activity, wherein the predetermined kinase activity or predetermined reduction in a 
kinase activity corresponds to a confirmed reduction in the amount or activity of the 
contaminating biological agent under identical treatment process conditions" of instant 
claim 98, such step would have been obvious to one of ordinary skill in the art at the 
time of the invention. One would have been motivated to do so in order to compare a 
kinase activity or reduction thereof to that of a confro/ experiment wherein the activity or 
reduction thereof has been predetermined and confirmed for the advantages of 
quantifying the effectiveness of a given treatment process and adjusting various 
parameters as necessary in modulating the amount or activity of a contaminating 
biological agent being reduced. 
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In view of the metliod step of "(v) repeating steps (i) to (iv), wherein at least one 
parameter of the treatment process is changed" of instant claim 102, such a step would 
have been obvious to one of ordinary skill in the art at the time of the invention. One 
would have been motivated to change at least one parameter of the treatment process, 
such as changes in temperature or pH, for the advantage of optimizing results with the 
result effective parameter of reducing the amount or activity of a TSE agent at a 
controlled rate. 

In view of measuring the kinase activity before and after a treatment process, 
such step would have been obvious to one of ordinary skill in the art. As noted above, 
the '896 patent provides the following recitation: "screening of cleaning protocols to 
determine their suitability for the removal of TSE agents from surfaces..." This clearly 
describes a change in a value (quantity of TSE agents) at starting point compared to the 
quantity of TSE agents after completion of a cleaning protocol, such as a decrease or 
"removal of TSE agents from surfaces". One would have been motivated to quantify the 
amount of TSE agents present before, at different time points during and after 
subjecting the TSE agents to a method of cleaning for the advantage of determining the 
"suitability" or effectiveness of the protocol or calculating the rate of TSE removal. 

In view of using a defined amount of TSE and a defined amount of kinase, this 
would have been obvious to one of ordinary skill in the art to do. One would have been 
motivated to use different fixed ratios of TSE to kinase, for the advantage of providing a 
control experiment for the advantage of adjusting various parameters as necessary, 
such as determining the optimal ratio of the TSE to kinase that bests correlates the 
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amount of a contaminating biological agent in a sample with the thermostable kinase 
activity. 

There would have been a reasonable expectation of success given the 
underlying materials and methods are widely known and commonly used as 
demonstrated by the applied prior art {e.g. characterization of adenylate kinase from 
Sulfolobus acidocaldarius, treatment processes for a TSE agent, etc.). 

The invention as a whole was clearly prima facie obvious to one of ordinary skill 
in the art at the time the invention was made. 

Response to Arguments 

Applicant's arguments filed 3/22/2012 have been fully considered but they are 
not persuasive. Applicant argues that none of the references describes measuring the 
activity of a thermostable kinase before and after a treatment process. 

This is not found to be persuasive for this would have been obvious for one of 
ordinary skill in the art to do. See rejection above which states the following: 

In view of measuring the kinase activity before and after a treatment process, 
such step would have been obvious to one of ordinary skill in the art. As noted above, 
the '896 patent provides the following recitation: "screening of cleaning protocols to 
determine their suitability for the removal of TSE agents from surfaces..." This clearly 
describes a change in a value (quantity of TSE agents) at before cleaning compared to 
the quantity of TSE agents after completion of a cleaning protocol, such as a decrease 
or "removal of TSE agents from surfaces". One would have been motivated to quantify 
the amount of TSE agents present before, at different time points during and after 
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subjecting tine TSE agents to a metlioci of cleaning for the advantage of determining tine 
"suitability" or effectiveness of the protocol or calculating the rate of TSE removal. 

In response to applicant's arguments against the references individually, one 
cannot show nonobviousness by attacking references individually where the rejections 
are based on combinations of references. See In re Keller, 642 F.2d 41 3, 208 
USPQ 871 (CCPA 1 981 ); In re Merck & Co., 800 F.2d 1 091 , 231 USPQ 375 (Fed. Cir. 
1986). 

Given the arguments are not found persuasive; the rejection is maintained. 

Double Patenting-Maintained 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 1 1 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 
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A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c) or 1 .321 (d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

Claims 84-90 and 97-1 12 are provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1-12, 1 6-21 and 
23-35 of copending Application No. 12/918628 (PG PUB 20110177539). Although the 
conflicting claims are not identical, they are not patentably distinct from each other 
because both sets of claims are directed to the same method comprising the same 
steps, including subjecting a sample to a treatment process and use of an indicator 
such as kinase activity. Thus, the claims of the '628 application fall within the scope of 
the instant claims. It is noted here that the instant application is not related to the '628 
application in view of either a divisional or a restriction. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 
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Response to Arguments 

Applicant's request filed 3/22/2012 that this rejection be held in abeyance is 
acknowledged. However, until this rejection is properly addressed, this rejection is 

maintained for reasons of record. 

Conclusion 

No claim Is allowed at this time. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .1 36(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to MICHELLE S. HORNING whose telephone number is 
(571)272-9036. The examiner can normally be reached on Monday-Friday 8:00-5:00 
EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, ZACHARIAH LUCAS can be reached on 571-272-0905. The fax phone 
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number for the organization wliere tliis application or proceeding is assigned is 571 - 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/M. S. H.I 

Examiner, Art Unit 1648 
/Zachariah Lucas/ 

Supervisory Patent Examiner, Art Unit 1 648 



